Patients: 150 people with primary OCD (DSM-IV criteria). Main exclusion criteria: significant depression, risk of pregnancy, other mental illness including epilepsy or a stroke in the previous year, at risk of suicide, multiple drug allergies, and use of antidepressants or antipsychotics one month earlier, or behavioural therapy three months before screening.
Intervention: Phase 1: venlafaxine or paroxetine, titrated upwards for 12 weeks (paroxetine started at a dose of 15 mg/ day, increasing incrementally to 60/mg/day in week seven; venlafaxine was started at a dose of 75 mg/day, increasing to 300 mg/day in week seven). Phase 2: after a four week tapering phase which mirrored initiation, non-responders were switched to 12 weeks of the alternative SRI.
Outcomes: Efficacy assessed by the change from baseline on the Yale-Brown Obsessive Compulsive Scale (Y-BOCS). Nonresponse was defined as less than 25% reduction on the Y-BOCS. Participants were evaluated at weeks: 0,1,3,5,8,10, and 12 for each phase.
Patient follow up: Phase 1: 93% (139/150); phase 2: 98% (42/43).
MAIN RESULTS
Phase 1: 88 participants were rated as responders (63%) and 51 as non-responders (37%). 43/51 were enrolled in the second phase (16 to venlafaxine and 27 to paroxetine). Phase 2: 18 (42%) of the 43 participants in phase 2 benefited from the switch to the other SRI. After 12 weeks, responder rates were 56% (15/27) for paroxetine and 19% (3/16) for venlafaxine. Y-BOCS score reduced from baseline in both groups, but there was no significant difference in score reduction between groups (6.5 (SD 7.1) in the paroxetine group v 1.8 (SD 3.5) in the venlafaxine group; p = 0.13). However, paroxetine significantly improved response rate compared with venlafaxine (66/102 (65%) with paroxetine v 39/91 (43%) with venlafaxine; p,0.002).
CONCLUSIONS
In people with refractory OCD, switching SRIs may be of benefit.
NOTES
Authors note that although they have assumed that improvements in phase 2 are due to switching SRIs, any benefits may result from continuing treatment for 28 weeks. 
Commentary
O bsessive compulsive disorder (OCD) is a chronic and often disabling condition with marked social and occupational disabilities as well as a poor quality of life. Optimal treatment involves both pharmacological and cognitive behavioural techniques. Refractory OCD may respond to SSRI switching to a different antidepressant. 1 The efficacy and effectiveness of such switching has not been thoroughly researched. Denys et al report that after two consecutive SRI trials, 73% of participants responded to treatment.
The patient group was select in that they had pure OCD and were referrals to a specialist academic centre. The criteria excluding people with any comorbid disorders or recent therapy mean that findings from this trial are likely to be evidence for efficacy rather than the clinical effectiveness in real service settings. The data do support switching to be an effective strategy. However, the authors take the subanalyses, which appear to be post hoc, a little too far in trying to promote paroxetine as being ''superior'' to venlafaxine. It is impossible to totally exclude carry over effects, even after a four week washout period. Furthermore, the study did not report dosages, or account for them in the analyses. Higher doses may be more effective but venlafaxine at low dose acts mostly as an SRI agent rather than a noradranergic agent. 1 Overall, 67% of patients responded to paroxetine compared with 44% to venlafaxine. Putting aside the carry over effect issue, this suggests paroxetine is more effective in pure OCD due to its SSRI properties. This is not an unexpected finding as venlafaxine is thought to act through noradranergic mechanisms and people with affective or other anxiety symptoms were likely to have been excluded from the study. This study provides good evidence that switching is a useful strategy to deploy for refractory treatment of pure OCD and that overall, paroxetine may be more effective in the absence of comorbid disorders or complications. The trial did not assess past use of CBT or treatment histories. These in themselves may affect response to interventions at a later date.
In terms of clinical practice, the study should support clinicians to use switching for pure refractory OCD, although studies examining more comorbidity and complex mental states are required before recommending the routine practice of switching in OCD.
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